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REEDOM OF INFO ATION S~MMA 

(I INFO ATION: 

aunt of Active 
~gredi~nts~ 

dilations for Use: 

ioneer KKt : 

Greensboro, NC 274 10 

Ive~~ctin Tablets 

Iverha~~~ 

Tablets 

let sizes - 68 mcg tablet for ogs up to 25 lbs; 136 me 
tablet for dogs 26 lbs; 272 mcg tablet for dogs 51 to 100 lbs. 
Each tablet size p ed in blisters (4 tablets per card) 

Small tablet foxtails 68 mcg of ive 
contains 136 mcg of ive~ectin~ 1 
of ivermectin 

ral 

Canine 

6 mcgk y weight 

Iverhart is indicated for the revention of canine 
~~~~u~~a~~a ~~~~~~~) disease 

ADA X38-412, Me 

ANIMAL SAFETY AND DRUG EFFECT 

ovisions of the Fed Food, Drug, and Cosmetic A , as amended by the 
storation Act (53 FR 50460, eeember 15, 1988, First 

reviated New Animal Drug Application ~~~A) may be 
an approved new animal drug (pioneer product). Under 
uct requires a demonstration of bioequivalence to the 

the generic and pioneer products can be demonstrated by 



a clinical end int study (55 FR 24645, une 18,1990, Fifth G 
uida~~e~ October 2~~~). The A rehes on the t~get animal safety 

g effectiveness data in the pioneer’s New rmal Drug Application (NADA). 

e effectiveness of ive~ectin for the claim of e p~~ve~tio~ of he 
established by data contained in the approved NADA 
Tablets, sponsored by Merial, Ltd. The following 

y establishes the bioeq~~valence of the generic 
uct to ~ea~gard~ Tablets. 

oint ~ioequiva~e~ce for Canine ~ea~o~ Disease ~revent~on 

e following study was conducted to det me the clinical endpoi~ 
equivalence 0 f roducts, IverharP and ~ea~g~dTM for the claim of 

ia~~a ~~~~~~~) m dogs. ~lood~~eve~ b~oequiva~ence 
stnd~es were not required for this approval because blood levels ermectin at 

roved dose in dogs are too low for accurate measuremen ughout the 
a~a~okinetic profile of the drug. 

Testin 
295 Research Drive 
Athens, GA 30605 

Investigator: 

ix beagle dogs (18 males and 18 females), ranging betwee 7 and 7.1. months of 
wei~ing between 16 to 33 pounds, were obtained from a DA Licensed supplier. 

ere inoculated subcutaneously with 50 D. i~~~~~~ L3 larvae thirty days prior to 
e same source, of the same age, an 

were strati~ed by weight and gender, 
s (6 males and 6 females 

up 1) and the pioneer product (Gro 
eatments. The dogs received a m~nimu 

oup (group 3) received no treatment. 
rons, ~n~~ud~ng worm ~o~nts, were 

ent groups. All dogs were necropsie 149 days pust-ino~u~ation. The 
ch dog were removed and care~~~y amined to colfect all LX ~~~~~~~ 
c larvae. Recovered woos were recorded as dead or alive, sexed, 

~o~nted~ and preserved in 10% buffered fo~a~i~ for retention 

t efficacy was calculated using the following formula: 



ts and conclusions: The worm counts for both treated groups (~verha~ an 
won count for the negative control group was 0.9, VA-l alf 

or-m infections (range 22 to 43 worms). Thus, the generic produet and 
e considered equivalent with efficacies of 100% for the 
no additional analysis was needed. 

3. 

an Safety Relative to Food consumption: 

verhart is intende 

ossession, handling, and Administrations 

ehng contains adequate ~autio~wa~~~g statements. 

ed New Animal rug Application (AQUA) filed under section 
era& Food, Dru d Cosmetic (FFD&C) Act. 

safety and effectiveness for this generic animal drug, IverhartTM Tablets, were established 
onstratio~ of clinicaf end-po~ut bioequivalence to the pioneer roduct, ~ea~gard~~ 

s, NADA 138-412. 

eneric product and the pioneer product have identical labeling indications for use in 
e route and method of administration of the two drugs are ntical. Both drugs 

tered orally. The generic and pioneer products contain t same active 

conditions of use, 

s the requirements o ction 5 12 of the Act demonstrates that 
effective for its lab indications, when us nder the osed 



I. ertetic Labeling: 

36, & 272mcg tablets 
ef for 68, 136, & 272mcg bulk tablet strips 
8, 136, & 272mcg tabfets 

Package fnse 
Box label 
Blister label 



Caution: Federal ~~.$.A~~ i aw restricts this drug to use by or on the order 
of 0 ~icend veter~~or~o~. 

~N~l~T~~~ For use in dogs to prevent canine heartworm disease. 
~V~R~ART tablets ~r~ve~# heartworm disease by eliminating the tissue stage 
of heron larvue fDir&bria knmitis] for one month (30 days) aher 
iRfdiO,n. 

ministered oml’ry at 
led of 6mcg of iv 

@e ~~I~lST~TiU~~. The 
n of canine heurtworm disease 

Color 

Give dogs over 100 ibs. the appropriate combinatjo~ of tablets. 
~V~R~ART tub!ek are recommended for use in dogs 6 weeks of age and 
older. 

ADMIN ON: The IVE T tobhts shoutd be given so that dags 
swullow e tablet. (The may be wrapped in food to encourage 
co~swmpti~.~ Core should be taken to s  that the dog consumes the 
complete dose, ond treated animals should observed for a few minutes 
after odrn~~~strat~o~ to ensure that port of the dose is not lost or re@%d. If 
it is suspected that any of the dose has been lost, redosing is recommended. 
~~R~ART tablets shauld be given ot monthiy intervals during the period of 
the year when mosquitoes (vectors), ~otent~ai~y carrying infective heartworm 
Iorvoe, are active. The initial dose must be givea wifhin one month 130 days) 
oftet the first exposure to mosquitoes. The final dose must be given within 
one month (30 days) after the tast exposure to mosquitoes. 

When replacing another heartworm preventive in o heartworm disease 
preventive prqrom, the first dose of ~V~R~ART tablets must be given wifhin 
one month j30 days) after the iost dase of 

twsen doses exceeds one month (30 days], the efficacy of 
For optimal performance, the tablet must be 

given axe 0 month on or about the some day of the month. if treatment is 
delayed, whather by a few days or many, immediate treatment with 
~V~~~ART tablets and resumption of the recommended dosing regimen 
rn~~~rn~~es the ap~~~~~~ for the development of ad& heartworms. 

LFFEACX ~VER~ART tablets, given orally using the recommended dose 
old regimen, ore e five against the tissue larvai stage af ~~ro~~ariff 
jrnmjfjs for o month {30 days) after infection and, as u result, prevent the 
development of the adult stage. 

PRECAWfONS: Ail dogs &c&d be tested for exisfing heo~orm in 
before starting treatmenf with ~V~R~ART tablets, which is not eff~t~~e 
against oduft 5. jmrn~~s, fnfected dogs must be t~eoted to remove ad& 
heartworms and micro~~or~oe prior to j~itioting a program with ~V~R~ART 
tu blets. 

While some m~crofj~o~oe may be kilns by the ivermectin in ~V~R~ART 
tablets at the recommended dose level, ivermectin tobists ore not ~~~~ve 
for microfibrioe clearonce. A mild ~yperse~sif~v~~~~e reaction, 
presumob!y due to dead or dreg microfibriue and particukrfy ~~vo~~~g o 
transient diarrhea, hos beers observed in cknicol trials with iv~rrn~~~ after 
he ~~tme~t of some that hove cir~~~a~~~ m~cro~~J~~u%. 

Keep #MS und all drugs out of the reach of chiidren. tn case of 
ingestion by humans, cfients shouM be advised ta contact o p~~~cio~ 
~rnrn~~ote~. Physicians may contact o poison Control Center for advice 

t concerning cases of i~ges~o~ by homons. 

For f~~~~~Ql ossisfonce or to report adverse drug r~ct~o~s, p!eose cat! 
l-000-338-3659. 

ADVERSE REACTIONS: The foltowing adverse reuctions hove beers 
reported following the use of ~verm~tin tob’tats: ~pr~ss~~/~~~a~~, 
vomiting, anorexio, d iarr eo, h mydriasis, otoxia, staggering, ca~v~~s~o~s 
and hypersofivotion. 

SAFETM lvermec+in tobIets hove shown o wide margin of safety ot the 
recommended dose tevef in dogs, [see PRECA~~~~~ for e~~pt~ans~ 
including pregnant or breeding bitches, stud dogs and puppies aged 6 or 
more weeks. In clinicaf triats, many commons used fiea co~~ars~ dips, 
shampoos, onthefmintics, antibiotics, vaccines and steroid ~re~rot~o~s 
hove been administered with ivermectin in a heartworm disease p~eve~tatjve 
pragmm. 

Studies with jvermecti~ indicate that certain dogs of the CoIIiar breed ore 
more sensitive to the effects of iverm~~~ odmi~~stered at 
tevets (more than 16 times the target use level) than dags of 
elevated doses, sensitive dogs showed adverse reactions w 
myd~o$~s, depression, otuxia, tremors, drooling, poresis, 
excitability, stwpor, coma and death. ~vermect~n tablets demo~s~~ed no 
signs of toxicity at IO times the recommended dase 160 mcg/kgf in sensitive 
Collies. Resuits of these trioIs support the safety of ~ver~cti~ ~r~~~t$ in 
dogs, including Co&es, when used as recommended. 

NOW SUPPUED: ~VER~ART tablets are available in three dosage strengfhs 
&ee DOSAGE section) for dogs of different weights. Each s~e~gt~ tames in 
a box of 6 tobfets, pocked 10 boxes per display box or in a bulk dispenser 
confoj~~ng 20 cards of 6 tubkk per cord. 

Store ~~R~~T of controlled room temperofure of 68’- 77’F /20’- 25’Cj. 

ANADA 2CXJ-270, Approved by FDA. 

Manufactured kr: Mrbac AH, tnc. 

For !echnicol assisfcmce or to report adverse drug 
reactions, please call I-800338-3659. 
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68 mcg ivermech 

up tC.3 25 lbs 

T TM j 1V~R~AR 1 1 1 68 mcg ivermectin 
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up to 25 tbs 
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~V~R~ARTTM 
68 mcg ivermwh 

up to 25 fbs 
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lV~R~ARTTM 
68 mcg ivermech 
up to 25 fbs 

I Dogs Cokws: Pantone 661 CV 

Ihtted Lines and Magenta does not print, shows perforation and for placement only. 



5104 at corwolled rwm temperaiure of 68’- 77-F 126 2533 

ANADA 200-270, Approved by FDA 

Mbnufaaured for. Wrbac AH, rnc. 

for7 Worth, TX 76737, USA 

For technical asiaawe M  to repon adverse drug reaams, 
pieme call 1-800-3383659 
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S t o r e  a  r o n r r o l l e d  r o o m  t e m p n a t w e  o f  6 8 ’. 7 7 - F  t 2 0 ’-  2 5 ’C) .  

A N A O A  2 0 0 . 2 7 0 ,  A p p r o v e d  b y  FDA.  

M a n u f a c l u r e d  lo r  V r b a c  At- l ,  Inc  

For t  Wo r t h ,  ? X  7 6 1 3 7 ,  U S A  

fo r  techn tca t  a s s m a n c e  o r  to  r e p o r t  a d v e r s e  d r u g  r rac t rom,  
p l e a s e  cal l  ~ - 8 0 0 - 3 3 8 - 3 6 5 9  

Admrn rs re r  once  a  mon th  fo 
prevent  hea r tworm dtsease 







lVERHARTT~ ; lVfRHAR~~* ; IVER 
272 mcg ivermedin : 
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272 mcg ivermedin : 
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272 mcg berm&in 
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I 
(ivermecti t-3) 

ANADA 200-270, Approved by FDA 
CAUTION: Federaf (U.S.A.1 law restricts this drug to 

we by or on the order of a  iicefwed verermarian. 





Tablets 

Each tablet confaains f36 mcg ivermectin 

Keep this and afl drtrgs oti of the reach of chifdren. 

ANADA 200-270, Approved by FDA 
CAUTION: Fedeml (ti.S.A.1 km restricts this drug to 

use by or cm the order of a licensed vetexinarmn. 
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Tablets 

Keep this and all drugs out of t e reach of chit&me 
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blets 
Caution: F&e& (U.S.A.) law restricts this drug to use by or on the order of a 
l icensed Vefad~Fian. 
~N~t~ATl~~~ For use in dogs to prevent canine heartworm disease. 
~~ART~Afl~* prevents heartwo-rm disease by e~~rn~~at~~g the tissue stage of 
heartworm larvae ~~~~~~a~a ~~#j~~s~ for a month (30 days} after infection. 
i3USAGE: ~~RT~AR~ Tablets should be administered oratfy at monthly 
intewals at the ~~om~~ded m~~trn~rn dose level of 6 mcg of ivermectin per 
ki logram (2.72 mcg~lb~ of body weight. (See A~Ml~lSTRATl~N~. The 
r~omme~d~ dosage schedule for prevention of canine heartworm disease is 
as follows: 

G~YE dogs over XXI fb the appropriate combination of tablets. 
~~ART~AR~ is recommended for use in dogs 6 weeks of age and older. 

ADMINISTRA~~N: The HEARTGARD tablet should be given so that dogs 
swallow the mole tablet. (The tablet may be wrapped in food to encourage 
~o~s~rn~t~o~.~ Care should be taken to see that the dog consumes the 
compfefe dose, and treated &mats shoutd be observed for a few minutes 
after adm~~~stratio~ to ensure that part of the dose is not iost or rejected. If it is 
suspected that any of the dose has been lost, redosing is recommended. 
~EART~AR~ Tablets should be given at monthly interva!.s during the period 
of the year when mosquitoes (vectors), potentially carrying infective 
hea~orm larvae, are active. The initial dose must be given within a month 
(30 days) after the first exposure to mosquitoes. The final dose must be given 
wifhin a rn~~~h (30 days) after the last exposure to mosquitoes. 
When replacing another heartworm preventive in a heartworm disease 
preventive program, the first dose of HEARTGARD must be given wifhin a 
month (30 days) after#e last dose of the former medication. 
If the in~e~al between doses exceeds a month (30 days), the efficacy of 
ivermectin can be reduced. For optimal performance, the tablet must be given 
once a month on or ahut the same day of the month. if treatment is delayed, 
whether by a few days or many, immediate treatment with i iEARTGP?Ri) &I rd 
res~m~~io~ of the r~~me~ded dosing regimen minimizes the opportunity for 
the development of adult heartworms. 
EFFICACY: ~~RT~AR~ Tablets, given orally using the recommended dose 
and ~e~~me~. are effective against the tissue larval stage of 5i~Sz~~a jmm~~is 
for a mo~tb (30 days) after infection and, as a result, prevent the development 
of the ad& stage. 

*~~A~~~&~~ is a trademark of Merck & Co., Inc., Whitehouse Station, NJ., U.S.A. 

PRECAffTIONS: All dogs shoul ed for existing ~aa~o~ 
bafara &at-&q treatment with H Rr3” ~#e~~jn~ TabI@% 
not effect&e against adult D. imm&s. Infected dogs must be treated tr 
adult heartworms and mj~rofflar~ae prior to initiating a progr 
HEARTGARD. 
While some microfilatie may be killed by the ~ve~~~ in DEARTH 
the recommended dose level, ~~A~T~AR~ is not effes: 
microfilariae clearance. A mild ~y~e~se~s~t~~~t~~~e reactiofi, pres%.Kr 
to dead or dying microfiiariae and ~a~i~~tar~y ~~votv~~g a ~~ans~e~~ 
has been observed in clinical trials with ivermectin after the treatment 
dogs that have ~ir~~lat~~g microfilariae. 
Keep this and all drugs out of the reach of chttdreen. In ease of hg 
humans, clierats should be advised to contact a physician imm 
Physicians may contact a Poison Contfot Center for advice ~o#ce~i 
of ingestion by humans. 
A0VERSE REACTIONS: fotlow~~g adverse ~eaot~o~s ha 
reported fo[lowirig the u ~EA~T~A~~: ~e~re~sio~/l~ 
vomiting, anorexia, diarrh ydriasis, ataxia, s~a~~~r~~~~ car 
and ~ype~sai~vat~o~. 
SAFETY: ~~ARTGAR~ has shown a wide Margie of safet 
recommended dose level in dogs (See ~R~~A~Tl~~§ for exe 
including pregnant or breeding bifches, stud dogs, and ~~~~~e~ ai 
more weeks. In clinical trials, many ~omrno~~y used flea colk%rs, dips, si 
en~helmin~ies, antibiotics, vaccines, and steroid preparations h;! 
administered with ~~RT~AR~i~ a meadow disease ~reve~~ve pro! 
Studies with iverme~t~~ indicate that certain dogs of the Co&e b 
more sensitive to the effects of ivermectin ad~~~ister~ at eleva 
levels (more than 16 times me target use level) than dogs of other b 
elevated doses, sensitive dogs showed adverse reactions which 
mydriasis, depression, ataxia, tremors, drooling, paresis, reeu 
excitability, stupor, coma and death. ~~~~~A~~ de~o~stra~~ nc 
toxicity at 10 times the re~~mended dose (60 begs in sensitiv* 
Results of these trials support the safety of ~EA~T~A~~ ~r~~c~ 
indudng Collies, when used as recommended. 
HOW SUPPLIEO: ~~ART~AR~ is available in three dosage stren: 
DOSAGE section) for dogs of different weights. Each strength co 
convenient carton of 6 or 9 tablets, packed 10 cartons per tmy. 

’ .,, 

Merck & Co., Inc. 
Rahway, New Jersey 07065-0912, U.S.A. 

Copyright 0 f 3@5,1992,1993, f996 Merck & Co., fnc. 
All Rights Reserved. 
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product 38 172A 892500 1 

EACH TABLET CONTA1NS 
136 MCG iV~RM~CT{N. 

KEEP THIS AND ALL DRUGS QUT OF THE 
REACH QF CHILDREN. 

CAUTlON: FEDERAL [U.S.A.) LAW 
RESTRKTS THfS DRUG TO USE BY 

OR ON THE ORDER OFA 
LICENSED VE~R~NARlAN. 

product 38 172A 892500 1 

EACM TABLET CUNTAINS 
136 MCG IV~RME~iN, 

KEEP TWlS AND All DRUGS OUT OF I-tiff 

i !AWAY, NJ. 070554912, 
U.S.A. 
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